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(54) B69li©£*M fijacO^Sjaiffi®(D|^S§ffiHW^©©Kfi^affl^«*^^cD«^t;iCdUSl05Sl^a: 
(57) [gift] 



(51)lntCL 4 
A6 1K 7/48 
7/00 



4>fc < <t 4> 1 o©ffil»*d*rra»/h!B®fll 1 

immm2] K 1 0»»*0/M8tt 1 . 10- 7 cm J 
s- l £IS;l&#JIJf 4>OASL [N- 
2. 2. 6. 6 -f"h7^^JU-4-t*^y^JU) - 
N. N-^^^-N-b h'Pt^x^T^^^A 

til. 1 0- 7 cm 2 s" , CD^M^*CDASL<DJ£»^'HJ 

i mm s] mi <o»tmc>^fmfiv»Mm 
z> c t t r z mmm 1 a fc « 2 ©iai, 

C SftKB 4 ] mi ©»tt*©/MB^tt < £ 6 2 4 0* 

&£{Sx. * C £ 1 36*6 3 ©O-rtl* 

0>HJ5K«!. 

5 ] mi (0»K«S©/hW*i. < £ t 1 r> 

omm^muuit 1 ea>6 3 o^^^wtsii 

WiSfi £ 0 ft * JB Sttitct Z&m tt*9t 

1 frbZCDK^tlfrOimj&Wo 30 

{ msibi 6 } mi <D&mt<D'^ffit>K *«s©*jrss»d 

S*ifc>J>BMT ttWUfc^lK«;>BH. 4>ft<£fcl 
-3(D«ttlBBS«l*^/£# -J * - JUT il^* ^ x - r ;u . 

c»*b 7 ] mi <D»M*<!!>/Ma^. h >; -t r ; & 
■fe ';ii/-b^ji/x-f-ju/3 i/^f-D-;i// »; >Hs?-fe^ 

$01/* 5 >Wt± b ; PEG8Xf7U- h/^U 

xf*a-;i//7^W^ h 'J^a : is?*)** 

>mrb ; ^Hg^^-feW^^f-r u- b/ 

^Xs^V-fr/Tis&y^Z % >WLT b V 2 A ; PE 
G8 Xr7l-- h/nbXfo-Jl'/^'r *> h 'J* — 

ju/rs/-iuVju*s>M^h >;^a: x^u>***>k so 
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/□l/Xfo-V7^^^ b ; 

C»*3B8] «2©»tt«©/NS*s, 16*6300 

©ISI*«*«iL, *H45J?> 1 *tett*4i«±01lllSM* 
gt?tf U *-JU7JU*Ji/x-^ju$fcte* y*-ji/TJU 

Mr ^ 5 txtc c t znm t r z> mxm 1 * b i <d\*>? 

y-fey;u - 6 --irfr ^-;Ux-r;u/ i ;>S 

io] mi <mf^mtm2(D^m^<Drmm 
im&iM in mi £W2©»i»»©ffittat^ra— -c 

[it^xi 12] mi ©»flSfB*«cSati*?£tt3gds. 
^Vi>Wi. isf-s-OWl. ^-t-M. th*Dt/>t 

ia. SBSjaai«j, Ciiftg^. iaD<-€-4i€>rSttJii<oiB^ 

CiftsRJB 1 3 ] *2©»|»ift4«ccdan^fl5ttli^ 
UvOl/W-Jl\ 7Jl/7rt Fo^^, U^y>T> 

e 1 2<0fflJflitt. 

[HMaB 1 4 ] *tt»B*«c»»3nfcttffl*H«cSt? 
Ct*«Fiair5WacJBl *6 1 3©l»"Tti*(DfflfflE 

C MdQH 1 5 ] /ctiflg^ttOT ^ * / < > h * 

c»«a i 6 ] &m<DM^izm&m<Dtc&<Dmmm 
umm i 7 ] &micw&M&m*%x-*>* 



(3) 

3 

zgimic&mt * c t j: o n h &m<D®&mvLm'fim. 

[0 00 1 ] 

&l^l?<D3l£CD^CDIftfe^itlr (depi gnenting) £tz[Z 

R/MS©4>fc < i *> 2 o<D»ft * =f y - £*£T8a& io 

3*i£d>ft < i 1 1 o^fittlHrfllitfcarttttcBB-r 
[0002] 

Cfieswoaw] *ffittjB«:*$t»r^<oiewec. rf»ftD 

<DKl<D&m. <fc 0 t9»MCCM:*«C Bgfe(D3£(patche 

[0 00 3] cn6<0$5«»o^<D3Hft. WCC^fciH 

««c«i;*«:i. *teB-«fcft*t4ci*JH6h 
*. 

[0004] SaottfeRSfctttfifiSB! (depigmenting co 
npositions)**r!f*accfffi-rS^. ^^©IBJ&fttDW 

[0005] £ e>CC. BiH'NStt (lipid spherules)^ 30 
/cte'hJ® (vesicles) ( V # V- A i It &fcj£ftTt> 
4) tpCC^HriWaStl/c (encapsulated), &/8<D£2 

[0006] flgK/hSc»a/c«/Mia«. i a tci**tia 

»££yVCt>*. *&«<DrStt®lit£: 40 

n ra£>5 5 0 0 0 n m«1WMS?:St5, 

[0 0 07] ccoc<bccfig-r4^<cD^$tx/ci:ai5(0 
■P-C. 4>ft< it 1 oo^rSti^H^^^-fe^rt^r^^ 

* > a fc«# -/ * >ttiat/i«*o*i4»iiinc i^ffis 

«53Wra* 5 tlfc 7 v > ^iSttflfM 1 ^ ,408, 38?*f <t-X * 

ia^iti/c»*f#*cioa»©/c2«)Cc, -rft^ 
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<D#&&(dispersions)#. TStt«J»©SlJft/7^dr - 

n/tttK«> Cti62o©*f3'; -^Ra» S ft ft c > 
ftfetf. «»j»»«r»SCi*5-C#S. Iift£r£f4«3ft 
£^tf4>ft< i t2oo»(S»mrt»4. 
[0008] 

[Wt»«T5fc6WR] ^tBGBAli. 2 ocQftft 
-rft^^^«<D^SJii^®*tccii60S&^* 

[0009] #BMHA«Sfc. £j*0«aBn(t>&a»it> 

[0010] H»]<D<fc0CC. &J9M\ ^Cifl (surface 1 
ayers), ft MJ1 (stratum corn eumX &c>*g£lll(deep lay 
ers), T 5 ^£ ( epi de rmi s)& t/K & (de rmi s) J: 0 
ft£. mtE* RffiBO*«cSttft**. *>o[5]B$tt<c& 

^«»^&&sci#r*ftc>. 
cooi i ] **93<3[>rtg«. £/3<Dg® Hi mm&m 

IW^CD* 2 (Dftf&M i x. 4 C i i *T 2 6 

[0012] wwftussssacc j:tt«. s i <oftf&&}t 

[0013] *mMAte. /WeoagfflJTBffifflCdeep-do 
wn action) ibr^I^n^. SS<D^@tC^ Lrr£«^ 

-5, KSco^M^cc^b-c^^^ffi-r^cico-en 
[0014] ctD^&is. /hjaortsuccaoAneti/c 

^«ASL [N- < 1 2. 6, 6--T 

tKo^^xf^r^OA 3^{t<&] (^) r 



(4) 

5 

[00 15] 

at i) 

Me 
I 

Me-N+-(CH2)aOH , l~ 

[0016] ftnmfo<Dzfv-7<omm$tv&> i . io 
i o - 7 c m 2 s - 1 -c& z>!hm\z. 8jn<0T£mfticm&-r 

[0017] pimmfo<Dy t a-7'<DW:fom$siD&< i . 
a <c^2 o'o -v<Dimtm~c$>K). mmvrtm-rz 

/] £ ** $ ft h m 2 <D H f- rf 'J - <D ^ ft 6 » — JS WfiC ^ 

7tvM<»^*t (dta> Wot, mzmfc-rz^te 20 

[0018] cn6/MBOfft(3!>!|$««. &J34kD<£9*; 
* ttXtt «fc 0 3 ttS 3 CcffittJl«:»ii«- *>c£<D*fi 
t><Di&tHZffl&&&Z>. Cftli&tC^^^rt^gCdeq 
reeof encapsulation)CC)/c^CO^t^'C^>^> 0 

[0019] iOUri-Xtt. C<Dffi<Di'J^<D/c^tciI^ 
ftCC^3ft£&Sffi^r&£ (1fCC Liposomes a practi 
cal approach by R.R.C. New, IRL Press (1990), P. 12 
5-136&#£3) o 30 

[0020] /MH*«:*^-bJH^Q 

fiSUTc»4«ia©m{asa (rag) ccfaatra/i 1 <bu 

HDcfc^CCC<D»8l(D2 4^rBl?S (T» .) tig 

ME 3 ft a. 

[0 02 1 ] Cft6 2o<7)a^U/cS>J^(Or^<DtaSt3:. 

y -b ii/rt'S 3 ft tc #>\> =3 - x cc oc > r tt^MSoaBatt 

«:Sl, ^ftf)©^^^y^;Urt^lt4<b L"C#fl^L 40 
[0 02 2 ] vhKcD^lCD^-rn (&J3<Dmmft<<C 

tfe2 4l»IBtt«»3ft4. ^B©»2CE)*^rf»;- 

;urtS3ft/cttScc4oa>x^D/c^cDB#ray^^-^^ 

[ 0 0 2 3 ] m 1 <DH<r3 »J - (?£1£3E<D&3|Sftj£) O 50 
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/hm**«-r*£K&«»Ht. *jRi»jtin3ftfcy>ia» 

6^63 0<3E)S3<OtBH©«a«Htl»8ll. 5>;<Jb* MjU 
5 &&fP3 ft/c-£>£<D y >B§ 

;UD4>&< <hfc lo*ie*«63ftS. cft6©JSH«* 
JfrC £ fc«iB£«5 <h L -C^ffl 3 ft £o 
[0 02 4] »20*^=fy- (mw^<Dr£im<DWt 

*ftttl 6*6 3 0©«»M**WrS^liWIBttttft 

^:#-f*>tti». loasfctt-tftfeUi© 
fliJtt§ftrt8/£ 3 ft/c* «j ^ - ^ r ^ j. - ^ * fc« 

6 J:D4>&l»S3<Dd>& < <t & 1 o*dtf. UUT;H± 
«C<fc0aHI3tlfc7^>Xi|$frfflBI FR 92-09603^CC|$ 

*ffl**M5*3*iTi»£, ^yju* yyy-fey^-6--fe 
^e>fl<7tca«3ft*. 

[o 02 5 ] jsai<o#i9cc*jt»r. ^td-jK7^f 

{t3ft/c? ^ Ufn-;b ; filftflDTJUn— ^^f— 

<DVlsmx-XT)l±?;tlh<D7)l'*?V&m (Na^dJ 
K) y^KSz-tr^Jl/. y>K2^-fe^l/^ h V^A, 

iHiftM*A;6*=i U^fD-^'J >»CDT^* U&lWfi.- 
ft/c»*6^>tt < <b 1 o*-W»iWftca!R0, ^IB<0B 

[oo26] mtfti^io^fpy- 

H (CTFA2) 3^6W?>ftfc/Mar*S. 

CC. 4 5/4 5/1 0<DmmJtCC;fct>T (CCtAW C 
mexane NL<D^5#5"C?fi)i53ft~Ct i £> 

- B/3i/^fD-Vij>K^?;k £fccc6 0/ 

3 5/5£>SSJtK:4cS^T (CCfB« ChimextiCCcfc 
-^rchimexane r(T(Dffii&g-Clti)R3ft a CC^ V 1 )? 1 )** 

Z>) : 

h) /^ u^rn-^/T^y^^^vsj^- h y 

7. 5/4 7. 5/5<DmiSti:ktC^l>r ; 

- PEG8Xr7U- (-/aUXf-P— -Mz/TfJl/y 



(5) 



)\s£5.>mi-h 'J^A, 7. 5/47. 5/5© * 

SSittCfcOT (CCrPEG 8 Xf7U- KiUniche 
ma?±tCj:oTPEC400XrT h (DiSa D D £-CrfiIg;* *l\ 

x^u>*^> KQ8i|i{i£^tftf y x^u^'j^- 
^-c^-a) ; 

- PEG 8^r7U- Y/^ ^ 

7. 5/2 0/27. 5/5(Dfiffii:t<Ctet,>-t ; - ?k 
^tt]U^>/x^U>;*-*^ K5#{4£^tf*y* 
=^>x^U>{b7 ^ 2fUC6 0/4 0<Dffi 10 

SJt; 

/7*sfo9>\>* = >K^h SMC4 5/4 5/1 

OSfiJ±CC:fct>r (WXfrU-KiWAtf. Aroer 
cho^lCjCoTGlucam E 20 di s tea rate© fgo^ST'lS^ 

- A/nu^f-n-^/y^^-fe^K ift£U<\* 
47. 5/47. 5/5<E>mSJt; 

- )li>X9-T U— h <£4x.tf Nihon ttCC 20 
Jr-^T Emalex DS G20iS Q a n£-C8^r 2 ttX t>£ ) /n 
UX^n-Jlz/TS^l/^Ol/^ 5 h U«5 A 4 4 5/ 

4 5/1 0©Mtb«C*$l>T ; 

- ->3i : t/-Sa : ^r7l"-h (fflAtf Grillo 
ttCC^-ptCrinoten PSE141 ODffiSh&X? fRrtZ *rCl» 
2>) /zi I, At u-)\,/7*s)\, *^m*h 

A v ftfcA 5/4 5/1 OOSSJtGC&t^T. ; * 
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"ftttCJloT Tetraglyn3S©®o D o£rjR^£ttTl>£) 
CC 4 5/4 5/1 0mStt(c46t*r ; 

coo27] iai/tm,«2o*f^y- <&/acr>a 

B5Brticr£1438*»ii-r 4 c £ ) o/MaoHttWtt:Xo 

- t79»ju^>; 

- Nacipide II £ / — JU/** 6 
0/2 0/2 0OfiShb. Nattermanr^tCCcfcDrfragSn 

- c (^ai/^>/3i^xfp-jb/^Dfi/>^ 
yz3-;U£4 0/3 0/3 OOWL&tt, NattermanrtttC 

cfc^rNAT so Poa>n££"Crtf]Eosnrc»5) ;- 
D/y>K^syx^Jk #«c9 5/5<Dfi*tfc«:*Ji> 

r <CCTDtiChimextttCj:o-CChimexane NSCD^gfftr 

;i/i/y z3-jux-r;i/r^>4) . 
[0028] VLT<Dm 1 ±^©HiK<DflEfflCC <fc 0 

"CO. 3 S^OiSK^^-te^rtaSti/cASLCCfcO 

[0 02 9] 
C*ll 









ttiKfftt 

DC 1 0-TcmI 


si } 




CC) 




3110* ~m 




(# 1 /mg) 
T o THfc 


i 




4 5/4 5/1 0 
(67.5/6 7.5/1 5) 


4 2 


5 


7.5 


6.8 


5 0 


2 


B/auxfo-v'J 


6 0/3 5/6 
(90/5 2.5/7 .5) 


58 


2 


i 1.1 


1 1.1 


54 


3 


X^*^ 4 0/3 ? c— >v/ 
T As? \ >M + h *) * 


4 7.5/4 7.5/5 
(7 J .2 5/7 1.2 5/7.5) 


4 2 


2 


1 3.8 


1 3.8 


5 0 


4 


PEG 8 XrTW- h/ 


4 7.5/4 7.5/5 
(7 1.2 5/7 1.2 6/7.5) 


4 2 


2 


1 4.4 


1 4.4 


5 5 


5 


PEG 8 X.f7U-F/ 

;b/ 

7* ?>h *)•*-*>/ 


4 7.5/2 0/2 7.5/5 
(7 1.2 5/3 0/ 
4 1 .2 5/7.5) 


8.3 


2.5 


4.1 


3.0 


5 5 


6 


**3Sto^>^ >/ 


6 0/4 0 
(90/60) 


8 


2 


6.0 


4.8 


8 0 




8E2<d*^=*';-=^s 














7 




1 00(1 50) 


0.3 


0.2 


1.6 


0 


<0 


6 


Nb t i p I <J e D 

(fea f y/x y ✓ - a./tK) 


2 0/1 6/6 4 
(30/24/9 6) 


O.d 


0.2 


0.4 


0 


<0 


9 


C (*guyf>/^fo-;v/ 
^"o k* u > ^ y 3— /t) 


6 0/2 0/2 0 
(90/30/3 0) 


0.2 5 


0.1 


1.8 


0 


<0 


1 0 




9 5/5 (1 4 2.5/7.5) 


0.3 


0.2 


2.0 


0 


1 4 



C 0 0 3 0 ) DCDSI^tt. A S L. Sli^d 50 
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&m <E PR) tCOt,>TCD— ^<b. E PRMffe-f jt — is 

/c. Ctie>20(D*iS«, V. Gabrijelcic 6CCj:&"Ev 
aluation of liposomes as drug carriers into the ski 
n by one-dimensional EPR imaging", international J 
ournal ofPharmaceutics, 62 (1990) p. 75-79, Else vie 
r\ SO* V. Cabri jelcic £>CC J: ^"Liposome entrapped 
molecules penetration into the skin measured byni 
troxide reduction kinetic imaging". Periodicum Bio 
logorum vol.93, No,2, P.245-246 l (199D<D5fi^5C*5C i 10 

[003 1 ] x7te)hn*mi<Dmmt. ±M&\mzt\tc 
r.r.c New <DX.$m*K.m^ztix^h x'xcuxmi 

*tetMiWtt©illS«5fe«:iett3tifcJ:5«:jS 

[0034] irtsirac^>^ # y ->si 

f;i/i^y^^jn^W ;r>x^~u- r (o- 
r ^ ^SliSt^or^+Jt/x^f^) :U-y*-u— 

xf;t/) ; t/t Fu + ^^SSSSIt (^^'i^x 
» . «Sft** (X^;U-<>) ; ^>-tf^^ h>£-< 30 

>^'Jf^>7 7 - 1 ^>-fcf>- 1 , \-V> (3-^ 

1 0 -*7>:?T->UU*» ^/cteftgt 

Ur 4 - ( 3 -yf 'Jf>^>7r-) -7i^il/h'J 
/f;l'7>- : E:- , 5 K 2 -X^;U^ 

=$^>;U- 2 -UTS- 3. 3 -S^7*x ;l/T^ >J U— h 

<fcW/*/c«Hftf : *> (T i O,, ZnO,)W5 
[0036] UTtt. 5-n-***y^ 

bl sat. uvoww-jk y>=fBL yyn- 
[00 37 ] «S5»j<tbrti. y;utrh-Jk yy-fe'J so 
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y t Ka*5/Jb7Ao— Jl/ : IS (y)l>2 Y-~7,tiiz?9 
F-x) <fc-tOiB^» ; fil9i*©B8» ; d-/s>r 

s Ki^^x^z-ji/T^rt hr s F ; 2 - t'n y 

[0038] «Bffr»ffffl*<>o/INBtf«C*^-b^W*affl 

K : 'OS^i/t FP + ^vx-f-jWDJ^ft t Ka*^ 

# ^-.i 3 D-/n(7'>^ 
: JWSfflHltt: t FaajL^v^SWDXf-a^ FS* 
*a«^±*©S(H»:7Xtfy> lT**>WV*to 
m . 7th7;^7x>, 7"^n + -fe>. 7xt$'; 

XrP^ F*Ci#a£S : 7^7 r -tr-y-tfP-JKbisab 
olol) , £-yy^U*>«£7^>F^>©J:5ttCt 

[003 9] WWtt CiiU, t > < O3^(0?Sttli8«/J\ 

iacE>*n^ti<o^^^y-ccfci>r0iew«:fiMsn, 
Cti6©S!4litt. «H4gE8IJTBr. ttl»CC»urH 

[0040] mmvrtmT*mt$fflTi£ftm>ki!>-om 
M^<o±ttMcctturssro. 0 5°/o^e>i 

[0041] **?8«Cj:4fflJS£!»«. *tt->Mk x-^jl, 

X , 485 , 921^ 4 FR-A-2 , 490 , 504"^ * CC g£38 $ 
tl/cJ; 0 tt'NI8$MK 5 nfeiffiBJ* (oi 1 dropl ets)<D<fc 0 

[0 04 2 ] H*D©«fc^«:. yMacc»fl03ti-S. 
iA. ^y3->dW»B*fctt7kttcDffl*«:»» 

f. fisff«. *mwim. ammnsbtiR* &&t?tm 

tjffl^co±mMcc:^-r^msr2%)&^4 o^^ffSE 
i o%=£r??aE$-ifrac>. 

[0043] #R?B<DSK££«tt. glfcj:^/* /cti^ 



(7) 



11 



&m<D$im<Dm irMg-r *> tc&> teas s tx z> m^<omm 

[0044] #*E<D*fcJ50tt£Htt. ±& b/dfifS^ 

l\ 10 
[0 046] 

A) ASL4*^ISH/Ma<D«a 

feoSOm lS*Jg?^*:artK:£U 

3 0'C©ifiKriaffi»H3P3*i*J:5«cn-$ y-x^# 

ttWfc. 20 

[0 047 ] :)IC^7 5 7 afttc A S L© 0 . 01W 
*i§iS3ml^)]0x. £H>T. Sll *<D#M#-^7#»6 

1 0©/hffi©fcg>6CSffi (2 0*C) ) T\ S/ctt«l * 
©#SBS-^ 1 6 6 <D/JMB<DJfc«>K: 5 0 'C<ZH»-rtl*><Z> 

fcEU 5 0 0m! ©3Ra*i««Sl*te. Stfrfcfc-S 
UlTbfc. SB. U jBW*S&CC4HSlH 

[0 048] 0 . 3 mm©lS**^Ma^»«J 30 

[0049] umotct<DM<ov>y'Mt^-r'r^. 

m$ 1 mm. $15 mm. 1 0 ram<D£j>tCCW#rU 

«#ifinsrt>ccELfc. *cott«*©ASL©a»oaM3e 

[0 050] B ) JiSfflJ^OSiig 
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